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1. mepEE

[ON:7N

1) HEEs Y
fEEERR AL L_F T = & A 250, 500, 1000, 1500, 2000,
3000, 4000, 5000mg (&-f¢h5.-8 6 ) % ZEfEIFIC B alke
AL LizE X, TRTCORERTLNFIEX A0M
PR IR 542 1T 1 RERNIC el 2 R L, T2
H (tie) 1ZEEEIZP DL T T~9 K TH -7,

(ug/mL)

150

i}

i3 —o— 250mg

o —0- 500mg

L 10083 —o—1000mg

~N ——1500mg

F —v—2000mg

5 —e—3000mg

+ —=—4000mg

4 50 e —e—5000mg

N &;‘,‘ (N=6:F3f&£SD)

2 posiz

B 0 -‘:*ht""“ g\g\ —

0 6 12 18 24 30 36 42 48 (h)
B5 %R
HERSHOENBE/INTA—4
*ﬁ%‘% Cmax tmax AUCO*ABh t1/2

(mg) (pg/mL) (h) (yg-h/mL) (h)
250 6.9%t1.3 1.0£0.6 56.7£6.2 6.9£0.9
500 16.4+4.8 1.0+0.6 | 148.7+18.4 7.9%1.0
1000 29.7£9.3 0.8%+0.6 288.91+34.0 7.9+1.0
1500 40.8+7.2 0.8%+0.3 458.1%+50.9 8.1+0.4
2000 53.3%8.3 0.8%+0.6 574.6+=71.4 8.0+0.8
3000 82.9%£7.4 0.6+0.2 925.24+102. 1 7.8+0.8
4000 114.1+11.0 | 0.9%0.6 |1248.2+152.4| 8.6+1.0
5000 115.1+14.3 1.0%£0.6 | 1363.3%+151.9 8.1£0.7

i G R6f, I+ SD

Crax : B LR tmax o o ron 1L O I B8 81 R HEE ]

AUC : Ift. P 384 e R AR P IAS e o VI8
() ERNTEREINTZAFOLH &5 2133000mg TH 5,

2) REHRS?

RN L_F T & 4L LT 1A 1000mg 1% 1500mg
(BebRE6f)AZ 1 2@ 7 ARG L&, 51 H
H (P 5EE) & 7 B B (kB 505) o i e
TTHET B G155 2~3 RERICCran Bk L, F DK 8 I
DOWHIERHI IR T L=, £/, g EE &S5 3 A
WX EFIRIBISET D & HER STz,

EYEhEE 2000 mg/H (N=6) 3000 mg/B (N=6)

NFA—5 | HEESE | RREESE | YRESE | RRERSE
Coax (ng/mL) | 24.1%3.0 | 36.3%5.7 | 33.3+3.6 | 52.0+4.6
taax (h) 2.241.2 | 2.8+1.0 2.2+0.8 2.5+1.0
AUCo-12n 191.3-226. 7| 318.3+63.2 | 253.7+30.3 | 445.6+56.9
(ug-h/mL)
tie (h) 8.0°1.4 | 8.3%+0.9 7.5%0.7 7.7+0.4
S5 £ SD

(2) /MR

BEE Crax max AUCo-24n ti
(mg/kg). (pg/mL) (). (ug-h/mL) (h)
20 25.8+8.6 2.3%1.2 22664 6.0+1.1

(3)

(3) BEAEMBRERN -

BAY : AARAR OSME N O AR ONT AN ABRE
(VT F= 7 UT T A 49, 2~256. 8nl./min) 7>
SELNT-MER L RF T4 ARET —X 2 AT,
RHAE B REfAT 21T > 720 ZFDFER. AT Oy
7107 5% (CL/F) 2% LT, K&, YR, CLer LY
BERFLCADAIE, BT oSN (VE) 12t LT
K, BEAPUCAD AL OWERE OEEINRE (fdHE
AU TANARE) DHEEICEERRFE LT
HEE Shi,

INB Y HARANE (4~16 3%) KUMRA (16~55 &%)

U CHRE DB HRE AN A B DRI ERDH %

. BEOREY

fEFERR A L2411

L_F T & A1500mg % ZEfEEE 72 1%
BRICHRBR OB L &, Z2EREE LT, B%R%
HIF Tl tnax 391, 3RFRIIESR: L, Coadl L30%EK T L7223,
AUCIEIRIZECTH > 7z,

) ﬁj\*ﬁ 5,7,8)

HANTARAEED BT O ARIL, BEHEY

HRFEFRN G L2 & &7 DB O FEEMEIT4L 1L
(0.56L/kg) TH Y. EHBRKDEIZIVETH 7=,
in vitrofk WNex vivoklh® OFER. L RF T X LK
D EREHY TH Duch LOSTOIMIE- A AFEESEIT. 10%
K Th b,

R

LA_FZH MT, FFF b7 o — P40 R RHEESE Tl
RN, FERMAHREET 2 7 2 FEORESR
HIMAK IR CH Y . 23T X VAR SN D O EHY
Ducb LO57 (AKX IUE) THDH, 7k, AREHD
(CEREZAOIRME T 720,

in vitroRBRIZBW T, LRF T8 L LK Qucb LO5TIX
CYP (3A3/4, 2A6, 2C9. 2C19. 2D6. 2E1};R1A2). UDP-
TVra A REESE (UGTIALKL TUGTIAS) KON R
v Re Fe 7 =PIz LCHEEHEZ RS 2hotz, F
oo 27 et N U AD IV v U BREAICH R
B RIFES otz

Bt Y

RN (FHE-86f]) 12 LT Tt & A250~5000mg
ZZEERRIC R DR G Lm & &Y, B G48KEM%R E T
OG- 23T 2 IR HRIEE O, RELEE L
T56. 3~65. 3%, uchb L0657 & L C17. 7~21.9% T - 7=,
RN EE GMEN) AFNZHMC- LT T & X A500mg
ZHEREOFEE Lz & &Y, BH48RFM % £ TlcR 5 R
D92. 8% DIISHED IR F 5, 0. 1% 3 FEF > H[EII X
iz, B5A8F% F TG BT 2 R Bt
1 R bR L L T65.9%. uch LO57 & L T23. 7% Tdh -
726

L A_F T & AOPEIITITARERR S M OVR A4S %
YN8, uch LOSTIZIZRERR A & REENAOJRAE J3 w03 BE
HLTW3,

(B) EWNTERESNAF O A k5 123000mg TH 5,



6. BEHWAEEERE WMEAT—H) Y

ESRE DR D B 7p DA E E X RIL, LT Tk
ZLEERAKS L L&, TEREBICBW T2y Y
V75 AL BHEREEH & (CLer @ 290ml/min/1. 73m?)
L LT, BEMKTE (Cler : 60~89mL/min/1. 73m?)
TIE35% ., $~HEEEIR T (Cler : 40~59mL/min/1. 73m?)
T59%. WS TE (CLek : 20~39mL/min/1. 73m®) T

BlYAET LI LRFF X ALuch LOBTOBZ YT T A

T VT F=0 7 VT IR EAEICHBE L,

—— ERREORE
/iﬁﬁi 7 BE |B~9%E| ©8E
(N-5) (N=5) (N-5) (N-5)
CLer (mL/min/1. 73m°%) 290 60-89 40-59 20-39
B 1 [A] 1000mg | 1 [] 1000mg | 1 [E] 1000mg | 1 [A] 500mg
1 H 2A] 1A 2[H 1A 2[A 1A 2[A
L RFF8 4 A
Cnax (pg/mL) 35.9+3.6 | 47.8%£5.0 [71.2+17.1| 35.9%7.1
toax (h) 1.1+0.8 1.4+0.8 0.8+0.7 0.8%0.7
AUCo-12n (pg+h/mL) 27629 417%50 685+173 354+64
tiz (h) 7.6%+0.7 11.4%+1.0 16.6%+1.9 18.8%+1.3
CL/F (L/h) 3.7%0.4 2.47+0.3 1.5+0.4 1.5+0.3
CLk (mL/min/1.73m% | 36.2+4.8 | 20.1%1.4 8.6+6.0 6.3+1.6
ucb LO57
Cnax (ug eq/mL) 1.61+0.19( 2.94+0.79 | 7.23£1.94 | 9.55%1.40
toax (h) 2.8+1.8 1.7£2.5 2.1+2.4 6.4+5.5
AUCo-120 (pg eq+h/mL)| 16.5+1.9 | 30.8%5.7 | 79.84+20.4 |101.9+13.2
tiz (h) 9.6+1.3 13.3%+1.4 22.0£2.1 22.7£0.7
CLr (mL/min/1. 73m%) |228. 1+36.6|150.2+44. 4| 67.1+31.8 | 34.4+8.2
¥ fE £ SD

CL/F: R oeg /7 V77 A Cl:

BV TI A

1. MBS ZZ T TOSRPSTHAETESE GIEAT—S) ¥
BT % 521 T B RS AE R 12 L 2 BEJRIE D
BAWRE L _RF T2 A HEROKRE LZE &,

FEBHTRE D W LN T 24. 6 B T o 7223, BT HIT
3.1 B ARG LT, L RF T & LK uch LO5T DFBHT
I X BREDRILE LS FNEN60% KN T4% TH - 7=,

EWERE/NS A—4 LRFSEE L uch L057
Coax (1 g/mL) 15.5+3.5 8.34+2. 96
tmax (h) 1.740.4 44.0
tiz (h) 24.6+7.8 —
AUCo-44n (1 g-h/mL) 3434120 226+68"
CL/F (mL/min/1. 73m) 18.2+7.2 —
BAT FA VP —DREDR (%) 59.7+5.0 73.5+5.6
MEENT P ORI (h) 3.1+0.5 2.7+0.5
MigENT 7 U 77 > A (l/min/1. 73m%)| 127.2+16.9 99.1+9.8

N=5. )l +SD
a) ug eq/nL
b) ug eq-h/mL

8. FFiaElEEEE MEAT—4)

1)

R N OV EE#E (Child-PughZ38EAN OB) Dk ATHERE

BEFHEICLARTF T X AEHERO®KS Lzt &, L

FITEvXLOEE T VT T AIELIT R LN
AN

7=, B (Child-Pugh%3JAC) DFFFEREMR T3 Tid,

=

B VT T v ADMERRADKIB0% & 72 oz,

9.

FHEEETSE
EMEE f@EERA [ Child-Pugh | Child-Pugh | Child-Pugh
NF A=A (N=5) ¥ A 7488 748 C
(N=5) (N=6) (N=5)

C(;E>min/1.73m2)f'> 93.1+13.8 | 120.8+11.9 | 99. 6=13. 2 | 63. 5+13. 5
L_XFTEH N
Cox (ag/nl) 231212 | 23.654.9 [ 24.753.3 [ 24.1£3.8
) 0.820.3 | 0.6+0.2 | 0.5%0.0 | L6=L5
AC (ug b/ml) | 234=49 | 22425 | 262+58 | 595%220
T () 7.651.0 | 7.640.7 | 87515 | 18.4%7.2
C(;]igmin/l.73mz) 63.449.7 | 62.5+8.7 |55.4410.5|29.2413.5
25 fiE £ SD

a) LRFTEZ AEEHZOME

sinE GMEAT—%) ¥

EHEICBIT 5 LAR_F T2 L0EYERRICONT, 7
VT F=2 7 YT 5 AMNR30~T1nl/min D #EERF 164
(FEHH61~881%) A4 & L TR L7-fb 5. g <
TZTH R D3 RI40%FER: LU, 10~ 11K & 722 o 72,

10. EMHAEER

(1

) P by WEAT—%H) P

T x= M UOBANBRTHFSICaYy hr— L TER
W FEAF ST S M e R IE BRI E 2 A Dk
ANTANABEER 28I, L_F T X L3000mg/
HAEFHEE L X, 7= M P OIMBEHEED
SRPENRE T A —H TR RIS o t, 7=
b L RF T X AOEYBYREIT B L T S/
Motz

@ NLTOBFrYDL BHEAT—4) Y

R L6623 RIZ, ST et b U LADER
REETICBWTLARF T F L %1500mg HERE O &5
Lzt &, "A7eiBr h) UL RFT X LD
BRI B L MIF S 2o Tl-, LRFTEX ALY
ST alipt N U AOEYBIEIC R EE KT IR
Mol

Q) EOAWMPEPE(TFIILIRMNSCA—ILRUELAR/

LR FLILOEHD) GEAT—4%) P

TR N 2R 18 &2 x4 s . RO BETSE (mF =1
A TV F—10.03mg e NV AR J L7 A R L L0, 15mg
DOEFZ1IALE) ERL_F 5t & A% 1[E500mgl H2
E21HBRERABG Lz X, LRXFTEHX AT
FoNVTZTARNTOF—NLERLR I LR L LD
WBENRE R T A — X\ h T S o T, B
OMmF 7 r 2T vk OEERBR AR LE > RETK
BIECHB L, ROBTIROIEDICHEL RIFT IR
Mmolo, OB IT, LT T v& ADOEYEHRE|C
A RIEE Do Tz,

@ >axsr BEAT—%) 19

fEFERR N LI & x50, %20 (1H0. 25mgZ 1 H 1
E) HROLRF S+ & A1E1000mgl H2[8]7 H B ER
ARG LIZEE, LRFITEXNIVIXR T OHY)
FEENRT A —H B E RIS o lz, VXV
LU RF T X LAOEYHEIZEEL RIFTI o
726

G ILITFYY BHEAT—E) 7
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